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(54) Title: MEDICINAL COMPOSITIONS CONTAINING GHRELIN 

= (54) %ao>«fr: ^u'j ^smmmmss.® 



N3 

ft IP 

IS J 



OS 

o 



AJ 



40 



30 - 



20 



10 




5 

PH 



A . .RATIO (%) OF PEAK AREA OF EACH 
DECOMPOSITION PRODUCT TO TOTAL PEAK 
AREA 

B. ..DESACYL COMPOUND 

C. Dha COMPOUND 



(57) Abstract: It is intended to provide 
a medicinal composition containing a 
ghrelin, which is an endogenous growth 
hormone secretion promoter (GHS) to 
a growth hormone secretion promoter 
receptor (GHS-R), or a ghrelin 
derivative in a stable state. A medicinal 
composition containing ghrelin(s) 
which comprises an aqueous solution 
characterized in that the aqueous 
solution having ghrelin(s) dissolved 
therein has a pH value of from 2 
to 7, wherein the aqueous solution 
having a pH value of from 2 to 7 is a 
buffer solution, in particular, a glycine 
hydrochloride buffer solution, acetate 
buffer solution, citrate buffer solution, 
lactate buffer solution, phosphate buffer 
solution, citrate-phosphate buffer 
solution, phosphate-acetate-borate 
buffer solution or phthalate buffer 
solution, and the concentration of 
ghrelin or its derivative in the aqueous 
solution is from 0.03 nmol/mL to 6 
tl mol/mL. 



2 - 7 <7>JfiH^l3feS*5SSS 



(57) gfcj: J$fi*;U^>#j&{EilE 
^F-u-tr:?*- (GHS-R) icft-f 

=f- (GHS) t*&S^l/U>tfc 

I** l^u >mmw^^\z^i- 
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(74) ttiA: & (KUSAMA,Osamu); T 102-0072 jStt^BBSS. 

«u^F«Basi5Ba^ 4T@ 5ti 2^^Baif;u7B — HBSiSSS^S 

mWmW^fgffi Tokyo (JP). 



(81) Jh^S (HlFty: AU, BR, CA, CN, IL, JP, KR, US. 

(84) SSI 3 — P ^/^4#gf (AT, BE, CH, CY, DE, 

DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR). 



mm&. *#ic^g isismmmmfc. v*>&mm%i. ¥u&sg®&. *)^mmm%i. *x>n-g 

<7)SJt^< % O. 0 3nmo l/mL-6//mo I /m L*Cfcl>ElffljStt-(?fe4o 
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5 tmftw 

*&m$. m&ib)\'*z>ftm®.mm*v*.7?- (ghs-r) te*rrsi*3H 

ttJ«ft*;W : E>^»ffi31H : ? (GHS) "C&Z'fl'V >^fctt^^'J>ilM 
10 ^fcHt*. 

>fc£, t-7 7>Wt^-0- ^-rfe^^S^l/^E^M^jtH^l/ 
•fe^- (GHS-R) ^-r^P^Hi4^^;^>^M3lH^ (GHS) 7? 
15 *!K 1 9 9 9mz?>y h^6ft»fc*i»«Snfc41ffitt^^l«7** 
(Kojima & : Nature, 402 #, 656-660 1, 1999 7«;hW*1t 



20 



WO 03/097083 


PCT/JP03/06349 


t h (Human) : 


GSS (n-oc t anoy 1) FLSPEHQRVQQRKESKKPPAKLQPR 




GSS (n-oc t anoy 1) FLSPEHQRVQRKESKKPPAKLQPR 


^yMRat) : 


GSS (n-oc t anoy 1) FLSPEHQKAQQRKESKKPPAKLQPR 




GS S (n-oc t anoy 1 ) FLSPEHQKAQRKE SKKPP AKLQPR 


(Mouse) : 


GSS (n-octanoyl) FLSPEHQKAQQRKESKKPPAKLQPR 


(Porcine) : 


GSS (n-oc t anoy 1) FLSPEHQKVQQRKESKKPAAKLKPR 


(Bovine) : 


GSS (n-octanoyl) FLSPEHQKLQRKEAKKPSGRLKPR 


(Ovine) : 


GSS (n-oc t anoy 1) FLSPEHQKLQRKEPKKPSGRLKPR 


-f^ (Canine) : 


GSS (n-octanoyl) FLSPEHQKLQQRKESKKPPAKLQPR 


^^(Eel) : 


GSS (n-oc t anoy 1) FLSPSQRPQGKDKKPPRV-NH 2 


-^YX (Trout) 


GSS (n-octanoyl) FLSP SQKPQVRQGKGKPPRV-NH 2 




. GSS (n-oc tanoy 1) FLSPSQKPQGKGKPPRV-NH 2 


— "7 h U (Chicken) 


: GSS (n-oc t anoy 1) FLSPTYKNIQQQKGTRKPTAR 




: GSS (n-oc t anoy DFLSPTYKNIQQQKDTRKPTAR 




: GSS (n-oc t anoy DFLSPTYKNIQQQKDTRKPTARLH 


^7 v-#x;KBull frog) 


: GLT (n-oc tanoy 1) FLSPADMQKIAERQSQNKLRHGNM 




: GLT (n-decanoy 1) FLSPADMQKIAERQSQNKLRHGNM 




: GLT (n-octanoyl) FLSPADMQKIAERQSQNKLRHGNMN 


T^tfTCTilapia) 


: GSS (n-oc t anoy 1)FLSPSQKPQNKVKSSRI-NH 2 


tTX (Cat fish) 


: GSS (n-oc t anoy 1) FLSPTQKPQNRGDRKPPRV-NH 2 




: GSS (n-oc t anoy DFLSPTQKPQNRGDRKPPRVG 


(Equine) 


: GSS (n-butanoy 1) FLSPEHHKVQHRKESKKPPAKLKPR 



(ifBSt*, fcl\ I UP AC^fdS I UCO-^ifECiD^ 



5 3ffc©izU>2Hfc (S) &Z>WtXU*—>m& (T) <D®m 
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&nTV>S (H^IBWOO 1/0 7 4 7 5#^ffi). 

fiJBJUTV^ (Kojima S : Nature, 402 #^ 656-660 I> 1999 ^) #^©7K 

ftm, #bjc, jml ?t7c> ^»Mj^^<Htun^> 

15 *7t-^^, ^p D p©^tt«, ^-o^ap^^^^^^-wr^^tDpH 

p h©^i^< ^ ^i^^nt* d , mz. ^Kommiz^^ 

JgttJ, 1 9 9 5$5&£). 

M^ttfflj8i^ , b©Tab d> ^(DU£/uEtimttM£VT<DM#mi&xmmmzm 

Sift, -f>X'JX jfc£3fr;WE>, ^Mf*^- h 'J ^AfiM^y 

5Ph\ LH-RHi^ BIW&KJWafc*;^ ^©a^CD^^H* 
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<fe*$n^>o LH-RHii* (Strickley & : Pharm. Res., 7#, 

530-536 H, 1990 t MU WJHtf^^^ (Nobuchi & : Pharm. Res., 14 
1685-1690 H, 1997 ^P), k;l/i?> ( h a >H>R&#^J) (Gietz £: Pharm. 
10 Res., 15 #, 1456-1462 H, 1998 fc b T 5 U (Hekmann £ : Pharm. 

Res., 15 #, 650-659 K, 1998 ^) *iiOpHl:ft#bT, ##PtfCD}f 

15 Sfca£>> d CD CD ^ gigs <h b Tg&MfcT 5 K: o T teTK^S^J £ T 5 © # 
te, ^CD^ttto^TCD^^M&^^tlTV^^c #td, ifVV>&rd&!f 

f^fc-s, ^i/u>cD^'i4tH-r^#scD'i*^ ^»*©3iijert», 
^7K^«fP«^©^w^cD-^w^^i^u>cD^^^viT i b, ±<*ne>n 

25 W&^CD^^T&^o 
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5 

7kmm<D&mmz%.\£'tpii<D&w* ^(D^mmommz^^xmm^zmi^n 
~Dtco Jt<Dffi$k, tfuv>u, ^(D^mmr^mmmmmnymmiz^Dum 

mopH \z±% < &mznz> z. t 

z.nz?uv ><DftffimM<DMffii&%:*m\zLx. yi/u>^tt 
^tk^© ph§, p HMmmtztemmm&mu^xMW-rz z.t.\z&v!fv 

2 t>\z\&t?w xDmmmz-o^xm* (Dmi* 

20 

(jgnc r?uv>M} tm-r) &mmvfc.7kmm<DpHtf2~7(Di&miz 
^^z\t^wmt^r^7Kmm^^^^u^>m^mz^mr^mmm.m.mx 

25 £><5o 

(1) ^l/U >i^iibfc«tO P 2 ~ 7 ©iffillfe^ 1 1 
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(2) pH#*3~6T&3_hfB (1) fcf3«fe©m^m^tlo 

(3) DHmmM^rc\tmmm^muvrz±m cd (2) izmrnvrnm 
5 (4) mm, mm, mm. *vm, mm. mmm, tnvn>m> tkh^hu^ 

wfife, n/\^m, y^)vm. ^ru-om, u>m, ;*^>7Ji^>m, u>^f 

io (5) ^u~», mm. ?x.>m. ^vm, y^jvm, u>m, ha^e sua, 
pern, y^wtit^h 'j ^ASfcmn&oS/&^fesi©^* 

(6) *»?R+©pHW«5»J*fc«iS««!l©«S5^0. 0 1~1 0 0 0mM-e* 
£±12 (3) fc:V>b (5) ©fir*tt&>— «fc(BIR©BSI6ftJ**I[. 

15 (7) 7kmm&mmmT&z>±m (i) (6) ©ran**— ^fc«a«©EH 

(8) mmtttfi, wisymmmmm, mmmmm, ?x.>mmmm, $immm 
v>mmmm.. ^x>a-u u 

20 (9) #»|ft*fi©^U 0. 0 3nmol/mL~6^mol/ 

mL7?**±aa (i) &v*u (8) ©Mn*^— ^^iBtt©Ei!iiaj*4ij. 

(10) ^l/U >»«»KifiT»5±SB (1) &V>U (9) ©<BTn*>— ^K:|B«fe 

(11) h^l/U >T££±fB (1) fc^b (11) ©Mtl^- 

(12) ^wj^j^^-wr^JtiH (i) &v>b (12) <Di*mfr—m\zmm<D 
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d3) mmmfflMonmso. o o i~5%t&3±ib (12) izmmomM 
(1 4) m.mfflmm&Rmm'\kmx~$>2>±vd, a 2) &rc\$ a 3) izmmom 

5 (15) ±IB (1) (14) {CfHm©7K«^^bT#e>tl^»*^ 

(1 6) ^ux#e>n§i&*^\ ^^bT#e>n^>^*TS^-hiB a 5) 

(17) ^wj >m*mm^t£7kmmz&^T. ph§ 2-7 ©^gat 

(18) pH/^3~6T&£J:fB (17) \zmmv>J5feo 

(19) pHiHrasyc^W^J§^Pbfc±fB (17) icfcte (18) JCfB^ 

(20) mm. mm. mm. -fcvm. ^m, mmm. t?jvn>m. ?m^h^ 
m. mm. ^/\?m. y^-jvm. ~?v^>m. v>m. ^^>y.)v^>m. u 
^&tc\$^n&±%vHmmM£Vxmn^%z\tfrzt£Z>±td, (19) icib 

20 (21) ^u*», *um. y?)m. v>m. ^/\?m. ?l 

m. rn^sm. mm. mm. 7km<tj-hv v&&fcfez\nz om.fr 
^rcfe^nM±*mffim£vxmuir&z\£frt>?3LZ>±m (19) ^ib«© 

(22) 7kmm*(D P HiSgp^J^fe^«^J©^^ 0. 01-1000 mMX 
25 &£±IB (19) &V>L (2 1) ©{Bin^— ^^IB*fe©^feo 

(2 3) 7KM/W«re&£_Lf3 (17) (2 2) (D|Rin^-^lCfB«fe 
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(2 4) wmmtfi, trv^ymmmnt* mmmmm, ^x>««w«, mmm 
mm. v>mmmm, 9 x.>m- u >mmmm. y 

£&tt!7*;PBIilWSn!fcS±1H (2 3) fcBB«tO^. 
(2 5) TKIt'fO^I/^a©!!^ 0. 0 3nmol/mL~6/imol 
5 /mL*T?&«±iB (17) (2 4) ©fiTtl^— 3®lCBB«6©Eil«a^4». 

(2 6) !TW) >mim-W&T2$>Z>±M (17) (2 5) 0>tofvfr—WZ. 

(27) ^wy >m&\i b^fi/y >T&&±tB (i) (i i) ©fana>— 

3*fcBB4fe©:£ifc. 

10 

T <£ Dh a fovftffirt & — > HPLC ^ — b ETC & & » 



{SiiH^ (GHS) T&D, 3Wiai*3©5t7;i'^^A-i > ^>liS&-t#$tir*«tt. 

25 "J, C7^, tyy, #x;k -^7, Sfc^-r^S^o^uy 

H2 8<H0D75yRSWTSt h**©^Wy >T?»*.' 
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j-ovm (c 8 ) ^i5i^$n«» s b0-t ! «?5:<, ; )vm (c 6 )> 

(c 10 )> v^tiS'Ovm (c 12 ) foMra2~2o, $?3cb<«& 
miM^ic 4~i2 nmommm \z&z> ^gfrstBT & ^ t ^ £ < , s & k #&^jt 
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15 vxmm^mtmmx^>n^<, ±.mtvx\z, T^mm^xmrnx^^mmx 
$>nu£^ 0 $?^b<«, —w>mizmmznx^z>mm^mmx&z>o. 0 3n 

mol/mL~6(imol/mLgE J;D$?£b<teO. 0 3nmol/mL 
~3 umo 1 /mL^OfSH^-rn^Vio 

tmmisTco z.<DvH<DMmzfe, ^ja^phii^, mmm^m^xno 
vummm^vxu, mm, mm, mm, *<ym, mm, mmm, >?)vn>m. 
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P H2~7, £W£b<tepH3~6 OfKHtoMffftB £ Wt" SffiffffifeWfU 

x>tift, iLKSffft, v>mmmm. ^x>«-u>i«f« e^-f;v 

AW> (Mcllvaine) JgfflrSR&^tr), U >»-HH*- C7*Uyh> 
- D tf > V > (Br i 1 1 on-Rob inson) M.ffiMc&'Stf) . y ? )VmMffiWi&m-f £> ft3 . 

SlltteU 0. 0 1~1 0 0 0mM®IM§. 

0. 01 — 1000 mMt$ £ D b < 0 . 1 ~ 1 0 0 mMT& D , 
20 $^«Kttl~10 0mM«. 

25 
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k7'>j|!ia, ^u^^x^U>^ #U^->x^W>^U^^^ntfV> 

15 iHrs^i^t, #ic#U3r^->x^i/>y;vb*^>J3g0mxx-7 : -;^> y;u 

pg^T>^x^AmmtUT^m'fk:^>lf;W3x^A,4i'fb^>if hx^A, 
mt±^)V tf u s^x^ a& £ a^frf e> n^> . # u ^ ->x^ ^ > y ;v tf * >HBifr 

20 ;WS— h 20, Tween 20)> :^U:t^>X5Pl/>y;l/E^>^y A°;i^^~ b 

UVM-h 40, Tween 40), ^+yl?l/>V^k'^ Xr7 h 
(^'JVM-h 60, Tween 60), # U ^r^^V>V)VM 9> h U X^T W 
— h (^"JVM-h 65, Tween 65), ^Ut^rv'X5 : l/>VJH:^> : E;tI/ 
X— b (*UVM-h 80, Tween 80), # U ^^X^W>y;Hf^ > b U # 
25 l/X— b OI*yy;ws— b 85, Tween 85) & 6ti*. V)V\£&>W3tM 
XXfjVitl/TH y;l/lf^> ; &/^^I/— h (Span 20), y;nf^> ; E/A 
b (Span 40), V^^/XfT^b (Span 60), V)V\?.$>*z 
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/*U-h (Span 80), VJHf * > h U Y (Span 85), 7 >irX* 

^- l/x- b 75: £ ft 3 o 

— ;U (Glycofurol 75), u xf— )V 400 (t^U X^l/>^U n— ;l/ 400), 
nxf— ;i/600 (^'JX5 : 1/>^'J 3— )V 600), ^PXf-;i/4000 (#ux^l/> 
^Un-;P 4000) tz.E-hm\it>n%>o U>JJiStM£bTte, SfSUcMl/vrP^, 

io hu^A^^^^f&n^o 

t^^X^l/mtY^i, ^iJ^^Xfl/>«ftk-7i/}ft 50, #u^-> 

x^i/>^bt^^60fcj:£^^e»n^o ft&o^u^->x^i/>^t 

LTH 'J t^y xf 1/ >t l/'f Jl'X-fiK ^iJt+yx^l/^fT'JJV 

15 x-5=-;k ^u^'>x^i/>-t^;wx-^;K ^u^^x^i/>^y;w8St 
^U^^x^I/V^U^v-^ntfl/^^Uxi-;!/ (^DX7^)> *u*^ 

te, ir^;«^hu^A, ^^u;v«^-bU^A, ^wr;w»^-hu^A 
x;i/*xi7N/7mxx^;v^<H^tf?»n^o ^/&£fcte¥^&^#^s<fcbT 

te, #U Hx;pt;1/xt-;U, AJl/^yk-j^UY-, #U tfx;Hf n U H>, 
v;nfh-;k ^>'J «bft> xiiiut, 
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I, a-^nf^h'JX i3-^Df+XhUX r-^Df^h'J 
£##W5n, -feJVn-xiitT, j^^Hz^n— x, x^;Hr;i/n-x, t 

%>Z>H£.tim2Z\sKo WM£. 0. 00 1~5%, 0tU<lt 0. 01 — 1% 

25 i — frizEnmmzm ; ^m«^- h u ^a&^cdimsii ; mant**?- h u ^ 
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15 B^mommmmt^xm^n^mmiz, mwnzmvxm&<D&m 
z^m-rzymmz. ^m\z^xmm<D^mmmi^m^.m^iv, i&mmmm 

20 ^^v^diT&w^b^, e:ne»@#ffi^^fflBt, 7ma<DmmtzMffiVT 

*^w\zmz&uv>m^mmmmj&mte, m^mm (th> tf-;k -r^, ^ 



WO 03/097083 




PCT/JP03/06349 



ftvrmmcofem. m^mm<o^m. jfcR»»fcSH*r3isR^t> 
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Ms s^x-fx (aids) <D&5te&&$zm\z&2>?>K#&&&&Tffiten 

iy bmmz^vy^>mm^B(Dmm, m.w<om.^ummn\z\iy^\z^^>m^ 

15 it, &i*3&it, jtmtoM&Mtezo^wtvx&tt&zhtifiv 
mx#Mnmz&^~?z> z &jtmm&z>wzz.tit:%'7-te)vmzm 

20 

Dha : HD77-> (dehydroalanine) 
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TFA: h'J7MDit (trif luoroacetic acid) 

HBTU : 2-(lH-benzotriazole-l-yl)-l, 1, 3, 3,-tetramethyluronium 

Hexaf luorophosphate 
HOBt : 1-hydroxybezotriazole 
5 TIPS : triisopropylsilane 
DIPEA : diisopropylethylamine 
Fmoc : f luorenylmethoxycarbonyl 
Boc : t-butyloxycarbonyl 
tBu : t-butyl 
10 Trt : trityl 

DMAP : 4-dimethylaminopyridine 

EDC : l-ethtyl-3-(3-dimethylaminopropyl)carbodiimide 
Pmc : 2, 2, 5, 7, 8-pentamethylchroman-6-sulfonyl 

15 immmm 

(a) i7<?\*Mm&jm 

T^-f hV^t^TAtt« : 4 3 3 A&J&m 
(B) MHPLC^tA 
: MtLC-lOA v-X^A 
20 : YMC-Pack PROTEIN-RP (4. 6 mm<I> x 150 mm) &tcfe YMC-Pack ODS-AM 

(4. 6 mm<I>x 250 mm) 
*7AifiS : 40t: 

m&nio-ixhvyfrxumm** r^h-bv jvmm&mm 50% &-vw. 

25 ffiM : 1 mL/# 

^ffi : UV (210 nm) 
aA* : 10-500 til 
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(C) ^fflHPLCi/XfA 

Hl^ : Waters 600 Multisolvent Delivery System 

: YMC-Pack ODS-A (20 mmOX 250 mm) &7t\$ YMC-Pack PROTEIN-RP 
(20 mmOX 250 mm) 

ffiM : 10 mL/# 

1£ffi : 210 nm*5«fclK 260 nm 

WiXm. : 1-2 mL (2 mL £k±Mi$>~J'\Z.&. OSEA) 

lo (d) $mm 

-m/m^ cm n yu/\^mmmMMuL-2om (25*0 
(e) mmfrtirm 

: y •< y MAT TSQ700 
15 -f : ESI 

^m^^-^^E— F : positive 
7,7V— mm. : 4. 5kV 
^r^tf^U— fflft : 250^ 
^Wrfl : 0.2XKBI- ^^y-;V«B« (1:1) 
20 §tE5§ : 0. 2 mL/# 

*3r*>*Bffl : m/z 300~1500 
(F) 7$/»lT 

m%$r : /s-*>x;w-#» r^^-r rvvr^>x5\k 477A §y>— #x 

25 (G) 75 y^MM 

BffiRfPBf OHO « L-8500 MT$ym^«f«IM' 
: Stf^*, 0.1«7xy— ;i/&^tJ 6M*SBtT110'C, 24^iB7K^b 
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fee 



^^Hgl&^a^ffl^T, Fmoc-Arg(Pmc)-HMP-TO (7^7^ H/Mtv' 
5 X^AX^^A°> ($0 1> 472 mg, 0.25 mmol) \Z, fcf^U^>fc<t^JK Fmoc 
h. HBTU/HOBt Fmoc-T3- J M (tztc LN*^U Boc-^U ->» ^ 

A £ £3i *3 b> Boc-Gly-Ser (tBu) -Ser (Tr t) -Phe-Leu-Ser (tBu) -Pro-Glu (OtBu) - 
His (Boc) -Gin (Tr t) -Arg (Pmc) -Val-Gln (Tr t) -Gin (Tr t) -Arg (Pmc) -Lys (Boc) -Glu (0 
tBu) -Ser (tBu) -Lys (Boc) -Lys (Boc) -Pro-Pr o-Al a-Lys (Boc) -Leu-Gin (Tr t) -Pro-Ar 

io g(Pmc)-HMP mm^mmvrco nznrcum^-J^Fmm (1.7 g ) $i%tfa-5% 

tips-m^3^>^ (15 mD ~c zo ftmmmvfco ^^HfJi^ttb, m. 

fc*^U> (30 mL) TiClHl^bfcm, 1%DIPEA (30 mL), O^Tifrfb^l^ 
(30mL) T^bfco tt^n^lKTrt^^KTO^N-^^UfPU H> (10 
mL) £JI»£i±, DMAP (31 mg, 0.25 mmol) #^ET, 3r2?>m. (144.2 mg, 1.0 
15 mmol), EDC-HC1 (192 mg, 1.0 mmol) 16 Pf P^lfoSii-fco ifll^ltb, 

^^^y-r;Wb^nfe^^y^H«^#yco 88% tfa-5% 

Phenol-2% TIPS-5% H 2 0 ft ZfcZffifcmUM (15 mL) ^JPx., Sfit2^g 

20 JS^m. 16* U ft^^ H 900 mg 200 mg ^?Jc lOmL fc^b, 

YMC-Pack 0DS-A (20mm<I>x 250 mm) te^JnU 5%0M4», Tir h— h U ;V 0% 
60%£T<£> 60 #IKIl£l§l^7S?x> h (gf£jS:10 mL/min) Ti#ffi£-&fc= B 
#JH#£#TO, mmnmiy. 60 mg fiDgftft (kh^l/'J>»tl:^i 
10.9%) £#fc„ 

25 ESI-MS : 3371 (S^{g 3370. 9) , 

D-T~>>*2pT5/^m^it : Ser; 3.43 (4), Glx; 5.93 (6), Gly ; 1.01 (1), 
Ala; 1.00 (1), Val; 0.98 (1), Leu; 2 (2), Phe; 1.00 (1), Lys; 4.02 (4), His; 
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1.00 (1), Arg; 2.98 (3), Pro; 3.93 (4) (jgattrtKES&lt), 

iiii : #uv>&mm<DmmMtiT 

b htfUV >1® 5.0/zmol (=17 mg) £ Br it ton-Robinson igfltftft (pH 7. 0) (0.04 

m u >m - mm, • o. 2 m *aMb^- h u ^ a?^^^^-^ 

Jg-&bTpH*W«Eb&) 34mUCjg#U b b^l^U >«S*9 0. 15/^mol/mL (= 
0.5mg/mL) ©##?ft§Wi®bfco Jin&»6#9X7>:7;W;:#&bT4gBBb;fc: 
15 40 (± 1) t CT4 B^fcttl 4 0|HI«#bfc. HPLC 

TMbfc^^, Hi (a) (b) ^bfc 

Hi (a) fcjSbfc.kSfc* 4 0 < C/4Br^#m©HPLC^ J r-h^«2 4 
~2 8^#j5^2^(D^?5:^#l©b 0 -^^Je)e>nfe (frmWB&&Zfftm 

m c ) . ^ne>o2^>b-^ &*-n-6nam b T#sifi¥#r §^ss b fc 0 

20 

ESI-MS±, 3245 CD«*8c*33*U HOffittb b^l/U XOjr&fS'l JV&ifilSQ 
7K^fc t fcDJi^ilb^5 i XT'>;i/bh^l/U> rX7^#) ©Sffifc 

25 tffbfctZIS, T^ymia^^ftfefc^xy^i/^os^fii 

h—m.^rc 0 #$?#lBte, fX7->J^*iJ:fc$||Sb&. 
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ESI-MSJb, 3227 ©flt^^L, I(Dfi«b h^I/U >(D^-^^ y-T;i/«^)3 
JMUfc [3frkFn77^>] kh^l/'J> (£TF> Dha #) <h— Sfcbtfio 

5 0.05 m TkmitJ-hvy^mm&mmm&T^mzvTnznrcKfow** 

ESI-MS : 3289 te, Dha# (3227) +X^>^-;i/ (62) \Z— ifcU 75/11 

^*f» T^ymia^ij^tfe^x^v-xx^^^ai^nfeo En«» Dha 

10 ft©3tTkFD77->Hx^>ft-Jl'«H^UT C 3ftl^«>Xf 
hh^l/'J>^l&eii^t. EU:«fc?K ^«CH:, Dha 

/3 jftK V fc Dha frT?* 5 21 1 HJ b fee 

Sfc, 1 4H##m©^~hT&£ff§10 (b) Tr«, #fl?%B:fe£tf#fl? 

20 #&C) ^TK^flK+T^bfe. 

7*XT^;P#*SVittDhaflcS, hu5zE<^ Br it ton-Rob inson&?lft£ (pH7.0) \Z 
-^tl^n^U ^XT^Wfr&SWa Dha #®ttft#t£j 0.15 Mmol/mL (=0.5 
mg/mL) ©TkigJfc bfe 0 ^n6^^fe^^XT>7 p ;i/tC^bT^Sabfe^, 
4 0 (±1) t:T\ tX7^W»1 4 0 59% Dha mt 3 BBB«#bfe. 
25 ©7K»*&"HPLCT?^«fbfc»**, Il@ (c) *5<fctf (d) IZ^Vfco 

Hi 0 (c) ICw-T <£5fc:> tX7^M4 0'C1 4 BWff#«©HPLC^* 
-hTIt fgiSI (b) (DfrffiWD £.mv$k&m$ (2 6MI) i:i^©ii 
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UV> (3-2 8) T?*«H^*«*$n& (ESI-MS : 3101 (Sfrefit 3100. 5) > 7 
75/fS^iJM<}:t)CTX7^t h^l/U > (3-28) 

5 SO. 

Hi (d) H^ti^C, Dha#£4 013/3 B F^^© HPLC 

Ha (b) (DftMME tmv&ftfifffl (3 6Mfi) \z^m^)<D^ 

^cfclXTSyMSH^I^^tfofei^^, £©#^te (N a -C0-C(=CH 2 )-0H) 
10 h^l/U>(4-28) (£TF, Dha#:2##fi?t0 £*£&'J£nfc (ESI-MS: 

3083 mmm 3083. 5). r * ;mmftffi\zmfeM7gh-%c, 7^ymmn^m 

^l^Sg^&MJSjtff-e-fo) miE (d) iZte, 3 0-3 5^#ffi{3/jN 

z^ftmm(D\±—?timmm*b%ntz:iiK (b) K*>;m£>©tf-^fg 
15 snfco 

^^SBCO, ^Tv-;Vti h^l/U > (3-2 8) ^^t§ 0 £f c , Dha fcfr 

b \>mfr4k\z.£. t Dha # 2 ^mm^f^^Mmffi^t ^> ^ tmi-o fc„ 

sfeSSM2 : &pHlig£^T&iig»4'T©^VU>©^ft (^©1) 

b b^WJ >^J^T©7j<j^^^> th^l/'J>lII?) 0.l5Atmol/mL ( = 0.5 
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mg/mL) tteZkolzmmisfr, 

o.i ummyKmm (ph i.d 

McIlvaineM®*£ (pH 2.0, 3.0, 4.0, 5.0, 6.0, 7.0, 8.0) (0.1 M 2 2L>m. 
£©7jt}«£2 5 (±2) ■CTSNf^, 2 4ifl, 4 8Pm 7 2P#F B m#b 
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fta) : fc b^l/U >©tf-^XUTJ£^9 8 ofc^H>T£, 

5 

^2^}C^t^?,, pHl.O *5J;£*8.0 ©7K»*fc»#bfc»'&\ 8 ^fP^ 
F B K*^TpH7.0O7KStt, 4 8itratt*^TpH2.O*,trjtpH6.O0 
10 8%<&TtHloXV^ 0 — pH3.0~5.0 ©zK^fc^Ufc^te, 

;W£, Dha #:©£/&£^0Jt-£fc&fcte:, pH2~7©fgffl©7R}M, «rfcl, p 

h 3 ~ 6 (Dmmojkmwtiz't & z\ lv* ztfimmzti&o lj^^o t, 

£ b < te, p H£ 3 ~ 6 (D^m\zumt 3 Z. £j)^%n?&Z>Z.£J}mWt 
5o 

20 i!M3 : #pHffi^ff^iWgg)^l/'J>^ftt (fQ2) 

HWJ 2 T&ffl bfeM»^<hJ»^^m^^^ffl bT, p Ht^Wt 

^l/'J>I©-l-e$§kh^l/'J>^ §pHCD Br it ton-Robinson M«*& 
(pH 2.1, 3.1, 4.0, 5.0, 6.0, 7.0, 7.9) (0. 04 M U >M • KM • *^tK^ 
25 0.2 M7j<^k±hU^A7K^^3S^^i'J'&T^LTpH^P^t'^:) £ 

t h^l/U >2tge$|0.15jiimol/inL (= 0. 5 mg/mL) ©7K*M£»S§ltL£: 0 
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fr^fco dn<b<£>pH 3.1, 4.0, 5.0> 6.0 <D7kMmz-O^T\Z, 401C/1I 

io m&&wz&^xm?m$^T m%sk±-c&d, mmm (85%) ^±niofco 

Dha p H 2 - 7 ©ISHT«J0J$nTV^ ^ £^¥(J0J5bfco 

.£Lt£i9, Br it ton-Robinson M«?j££^T*K tfVV >M<D 1 t h 

15 ~7©»gffl©7jc^> ij#^pH3~6(D|gH©7jc^fc-r^^^^$f^b^^<h 

• vfrtf^x. mkmmmmmwi'v&z>tfuv>mjz&^T, my^mmm 

20 \Z> pH^3~6©ISIl|^^M^t-^^t^W^T^^^t«^$nrc:o 
g|»!l4 (fg)l) 

u >m<D— ®T&&t h^i^u >£, $pH(do.o5 \k z x.>mmmm (pH3.6, 

25 4.0, 4.5, 5.0) &£*MU t h ^1/ U >it^*?l 0. 15 /zmol/mL (=0. 5 mg/mL) <D 

7kmm*MM l fee z. n e. £^n^n^fe# ^ x t > ^> tMLxi^ l fc^, 

40 (iDtTWc 2j®ram^l7->yU>^bTHPLCl|iJ^^tTV^ t: h 
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f 3g 



PH 




mmmm 


4o*c/2 mm 


3.5 




100 


89 


ph mmm 


3.6 


3.5 


4.0 




100 


88 


pHU^Hii 


4.0 


4.0 


4.5 




100 


86 


ph mmm 


4.5 


4.4 


5.0 




100 


85 


ph mmm 


5.0 


4.9 



Vfcmft. pH3.5~5.0 ©**»*©8R?*»a 85—89 S^M (85%) 
*r^t>"& PH3. 5~5. 0 <Dffim~?&Mfc i b<D~e&-ot£o 

mmms mffittwwmv&m (±©2) 

15 o^ttSWflfibfc. T&fc^ ifVV >m<D— STafe^fc htfUV>&, 6-p 
H© 0.05 M ^'J^>Iflft (pH 2.5, 3. 1, 3.6, 4.2, 4.6, 4.8), 
0. 05 M Bfttfgffift (pH 3. 1, 3.5, 4.0, 4.5, 5.0) teigfl?U th^l/U>SS 
0. 15jumol/mL (=0.5 mg/mL) ©7)cig$££tl8§SUfc. nn&**n^tl«6 
^7X7>yjH^bT^Lm 4 0 (il)rWbfc, 2i!M&fc: 
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5 fctt, #|S|«JT^LfcpH©igffl> -T&:b-£pH2.5 & 5.0 ©ttfflfc&V* 
T«, k h^l/U>©MS&87~97%T&D, BtiM£ (85%) JBUiT&ofc:. 
gA_h©^IWJ2 (Mcllvaine IBfJlft*T?©5feJfett), ^WJ 3 (Bri t ton-Robinson 

«^<I5 (^U^>£BMMMt *J;rfflKI»««c+T?©5fif3ett) ©«*&*** 

^#■16 : #«flg£srr&^m >*M©MJI 

£:„ "Tfcfe^ ^l/U>i®-S^5t b^WJ>£pH3.5©0.05M^Uv' 

>m.mmmm\zmm^> &mmmothtfuv >*&m*wmvi±o 

0.03nmol/mL (=0.1 Mg/mL), 0.3nmol/mL (=1. 0//g/mL), 3. 0 nmol/mL (= 
20 10.0Mg/mL), 0.3Atmol/mL (=1. 0 mg/mL) 43 J:!^ 3 Mmol/mL (=10 mg/mL) ©5 
©»©*££ L&. 

2 5°C (±2*0) T2 4B#P*l##bfc^ HPLC fc«fc 0 k h >?V U >i§S <®# 
25 B&m. *<fctKpH3E'ffe;Kl , ^^T©«S**|g4^^bfc. 
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SI 4 









L 0 V_y VK | J' 


0.03 nmol/mL 




1UU 


DZ 


Pti 


Q /I 

o. 4 


0. 0 


0. 3 nmol/mL 




1 on 




PH 


3.5 


3.5 


3 nmol/mL 




100 


98 


PH 


3.5 


3.6 


0. 3 Mmol/mL 




100 


101 


PH 


3.4 


3.3 


3 /^mol/mL 




100 


101 


PH 


3.4 


3.3 



^l/U >^*©7&^4S(D7K^?& (0.3 nmol/mL, 3 nmol/mL, 0.3jumol/mL *5£ 
5 3jumol/mL) "TO, ^ U XOmr&tDl&T* P H©3kftW:iB8& Strf, 7K}# 

— ^U>^*#*fcteV>*iS?fc (0.03 nmol/mL) 25t;/24^f 

T^JyW Dha tttelijmyHD tf-^OTfe fcfc^ofcE ^»«jB 

TT&3<h¥iJifr£nfc 0 L&^T, ^UU fci£^zR»»c (0.03 

nmol/mL) fco^Tfe^Tfeofe tWW bfco 

EJUtckth pH£WPbfcm»^*K:&V>T, tV^l^U>tt,#9 0.03 nmol/mL 
~m 3Mmol/mL ©«««gHT?^T?**Jl t^MUfc. 

15 
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bh^WJ>&»84zRfc:, kh^I/'J>^ 0.03/zmol/mL (=0.1 mg/mL) 

5 mMK pH7.8 0Jc&fttf~ h U ^AilS 0. 24 mM) ©*»SK*WS8bfe. 

cne»©7jc^^2 5 (±2) XTCIBIKU 3 0IW«#Ufc. &#tm<£>7K}# 



ff§5 









mt (%) 






tW H> a> 


f 7Jvm b) 


Dha#: b) 






99. 16 


0. 12 


0.20 


pH 1.8 




97.68 


1.46 


0.31 




3Bt£ 


95.01 


4. 08 


0.34 






99.21 


0.07 


0.20 


pH 3.9 




99. 19 


0.09 


0.20 




3Bt£ 


99. 14 


0.14 


0.19 






99.20 


0.06 


0.20 


pH 4.7 


1B« 


99.12 


0. 15 


0.21 




30^ 


98.94 


0.28 


0.21 






98.85 


0.33 


0.24 


pH 7.8 


1B« 


94.78 


3.65 


0.86 




30^ 


87.84 


9.84 


1.65 



15 Ti#ftUT7-^bf: ( 



I5g(^TW6, pH1.8 7.8 ©7K»«tfc*#bfc#^ ##HS 
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>#©^*^i%s®^.feo — ph 3.9&cfcz>*4.7 (D7^mm\zmm^rcm 

5 ~>;Wfc, Dha #©£j&£^-rsfca6fcteu p H£ 2 ~ 7 ©igBfcilgrr3 £ <h 
10 

^l/'J>i©-lT^I)kh^l/U> (1-7) T^F&ffl^T, gf©pH 
Mttl^gtil^^TlfiI,r:. fcb^WU> (1-7) y=-Fte&<h 

15 z\<D4t&wsm$}ih&uv>£mm<Dm&&mT&z\£fimznT^z> (mm 

1/0 7 4 7 5^fg)o 
fch^l/'J> (1-7) 75 0. 12jumol/mL (=0.1 mg/mL) £ 

4##u i^©£^tu ^d©3^©tkm^, mm&zwz.TkMfc'f 
20 hu^A©7jcM^in^.T, ^ti^npHi.8 (MMnii), phu mm 

mM), pH7.9 (tKM^ h U ^> AitS 0. 20 mM) <D7KiM£iMb7c 0 

z\nt><D7kmm&2 5 (±2) nx*i nm. 3 Bf^#bfe 0 $mmm<D7km 

^£HPLC-?##rU |gtf-7 7 p^^T^bb7/i/)j > (1-7) 75 h\ 
25 -7) 75 F©t°-77®^|t^n^n#tBbfco 
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^6^ 









mztt-f&v-zmffiit (%) 






tW HXl-7) a) 


T ^tw H> 
(1-7)75 K b) 


imflV 077->]tb 


pH 1.8 


/a -f=z SB -AA itfc 

ism 

30f£ 


no on 

95.40 
90.11 


0.98 
3.75 
8.89 


0.02 
0.07 
0. 10 


pH 4.1 


10^ 

30^ 


no 7fi 1 

98.68 
98.60 


0.72 
0.73 
0.77 


0.00 
0.03 
0.01 


pH 5.0 


10m 

3 0f£ 


98.69 
98.57 
98.51 


0.70 
0.73 
0.79 


0.00 
0.02 
0.06 


pH 7.9 


3 0f£ 


98.22 
95.89 
92.54 


1.12 
3.21 
6.21 


0.03 
0.23 
0.54 



aa):th^l/U>(l-7) 75 FOfcf— ^XU 7Jfc#*9 8 



Sb) :f77'>Jl/t^l/'J >(l-7)75 FS&tt [3ffiTkF077=>] 
5 hh^l/'J> (1-7) 75 FOtr— ^xiJ7Jt**l SSEUit&o&flliBr 



^6lHfT, \ib#UV> (1-7) 75 FCDH-fra* 98%£THIoTWc„ 

10 — ph 4. \&&z$5.o<D7kmm\zmmvrcM'&\t. wi$j$nTv^c. 

£Ui<ktK ^l/'J>iO-it^th^UU> (1-7) 75 FCDTkMEKl^ 
V^Tte, pH^r2~7©|gia^pg!T^)^tW^bV^t^a^^n^>o bfc 

Vt2>&Ufc]&&WMVT* *»J0t* , T?S3ttt&?S«i'*fc8e>^tt, pH£2~7 
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5 ^fco 

X-h (£TF> Tween80) *ck(^^b^>1f;V3X^A(CO^TtfeWUfc. kh^ 
l/U>^^^.Pp^bT^ffl$n^^l/U>^©^S«SHF^-t ! ^§, 0.3 
nmol/mL (= 1 . 0 u g/mL) 5%V>~1 — ;K 0.05 M ^U-»i 
10 igffftg (pH 3.5) tC^bfeo 

0.01%*5«fctf0. l%(D2^<hbfeo 

&hplc ^«kt)Si3£L/3fctfe, #«*»«*"en-6n, ^7xs©^f(:itf^. 

15 fro ^©t, *9^«©KIM?fc»b*ASj»fP**D3gb, 5®£<fc££l 0® 



171 
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hplc ^-etftmsn^^^;i/*T«Tbfe. — ff^jitT 

5 Tween80 *«Jnbfc»-&tt, HfnciltTfc* U ?U tfl/>I^fl^LT 
10 Kl43^T«, Tween80 &£.ZSmt'<>*?)\>3~V tfUV>m<D®&^<D 

iLT^JB^n^WU >^©^f6BftT&3, 1^3 nmol/mL (=10 Atg/mL) 
&J:Mj30 nmol/mL (=100 Mg/mL) ©2M^^Ti^c« 

25 &hplc te£vmMVf£'&, &ttm.mm& j tti j en. ^u^ntr u 
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98 


100 Mg/mL 


100 


99 



fta): CORNING ftM (15 mL) 



Tbfeo 10 Mg/mL tlfci^Jk h^UU >«£j&*tg<& 32%Klf;Tig 



15 

0. \%mt^>^)Vu-ry^ 5%t>- h-;K 0. 05 M (pH 
20 3.5) fck h^l/U >»bT, t h^l/U 0.3 nmol/mL (=1.0# 

g/mL) fcfe*****W«bfc. C«D***OW8t«©t hif 1/iJ >i«* 
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- 2 5 ■ct 2 4 mmM&&mi>rz.mL. $ e> £ 2 0 "ct? 2 4 i$iw«jEie*&b 

fc, d ©7j«&© kb^I/U Jftfc* 1 . 0 it g/mL t k> , £ n^at** 

ffiTd^V^tA*^$nfc. pHiS^H pH3. 5<h&D> 

if^Sfcj&M, aa«ii[ : gfe07K»SR©pHt«Ssb^ofc2:^&, *3B9i©i**SS£8l 

*p« bfc«»«*aGtt«ift*r * uttiotsns^t, #115 Racism** 



0. 15Mmol/mL (=0.5 mg/mL) tfc&ykmM&mmVtCo d©7KM©P 
H£iU5£b&as£ 0. 1 UlMMfrltMt&4>mMX* MpH§4. 0K9MJSU t: 



^l/U>i©-^TS§, ^yh^l/U>£r 0.05 M ^Uv^&BM&tiafc (pH 
3.5) ?y Y9VVy<DW&tfM&ti. 15iimol/mL (=0. 5 mg/mL) £fc 



WO 03/097083 




PCT/JP03/06349 



38 



pH3. 5T&ofc 0 
^l/U>i©-DT$S, [3&*feU> (T-fe^;i/)] th^V'J>§ 0.05 M 

^u-»tsisif^ (pH3.5) [3&-feu> (T-fe^;i/)3 th^w 

VXDMm&ffl 0.15jttmol/mL (=0.5 mg/mL) £&£zk*M£ LT<D^M/&^ 
^Mbfeo ^<D7K^©pH^ffl!|^bfe«i:^^, pH3. 5T^oL 

10 

: [3fe-feU> C7x~;K/pfcf:fr-;i/)] bh^VJ^J^M 

u>&o.o5 u^f^iy>m.mmmm (ph 3.5) icmfut, i34t~tv> C7x— 

15 ;i/yntf^-n;V)] t h^WJ >©2§S/^1§0. 15Mmol/mL (=0. 5 mg/mL) <h&£ 
H3. 5 7?&^fco 

: bh^l/'J> (1-5) 7$ F^^'J '»iiiiilliilfcgj 

20 iM#>g>fiia 

^l/U >§i<Z)?><*::3T&3> th^lxU> (1-5) 7$ F^r 0. 05 M > / > 
iiifi (pH3.5) tIjS?bt, kh^l/'JXl-5)75 H©a^lU0. 15 
Mmol/mL (=0. 1 mg/mL) <h&&7j<*«£ bT<Z)g^I^#|^ML^:o ^(DtK^ 
^(DpH^iJ^bfci^^, pH3. 5t$oL 

25 
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10 m, 3a^k, ^^;i/m, -7w>t, u>m, ^^>7>;i/^>m, u>rfm, 
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6. 7K^^©pHi^gi5^J^^«^^J(Dii^O. 01~1 0 0 0mMW 
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9. JkmUtpfttfUV >M<DlMfe&. 0. 0 3nmol/mL~6/imol/m 

25 10. ^i/u >M&mMM^&zmM<Dmmmimte^'u%$9m<Dpsnft— mz 
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1 3 . v&mwiMmvmm&o . 001-5 %x&z>m$t<Dmmf% 1 2mzmm<D 
5 wmmi&m, 
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SEQUENCE LISTING 
<110> DAI I CHI SUNTORY PHARMA CO., LTD. 

<120> Pharmaceutical Composition Containing Ghrelin As Active Ingredient 

<130> DSP-78 

<150> JP 2002-146155 
<151> 2002-05-21 

<160> 21 

<170> Patentln version 3.1 

<210> 1 

<211> 28 

<212> PRT 

<213> Homo sapiens 

<220> 

<221> PEPTIDE 
<222> (1)..(28) 

<223> Amino acid sequence for human endogenous peptides of growth hormo 
ne secretagogue. 

<400> 1 

Gly Ser Ser Phe Leu Ser Pro Glu His Gin Arg Val Gin Gin Arg Lys 
15 10 15 

Glu Ser Lys Lys Pro Pro Ala Lys Leu Gin Pro Arg 
20 25 

<210> 2 

<211> 27 

<212> PRT 

<213> Homo sapiens 

<220> 

<221> PEPTIDE 
<222> (1)..(27) 

<223> Amino acid sequence for human endogenous peptides (27 amino acids 
) of growth hormone secretagogue 

<400> 2 

Gly Ser Ser Phe Leu Ser Pro Glu His Gin Arg Val Gin Arg Lys Glu 
15 10 15 



Ser Lys Lys Pro Pro Ala Lys Leu Gin Pro Arg 
20 25 



<210> 3 
<211> 28 
<212> PRT 

<213> Rattus norvegicus 
<220> 

<221> PEPTIDE 
<222> (1)..(28) 

<223> Amino acid sequence for rat endogenous peptides of growth hormone 
secretagogue 

<400> 3 

Gly Ser Ser Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys 
15 10 15 



WO 03/097083 

2/7 

Glu Ser Lys Lys Pro Pro Ala Lys Leu Gin Pro Arg 
20 25 

<210> 4 
<211> 27 
<212> PRT 

<213> Rattus norvegicus 
<220> 

<221> PEPTIDE 
<222> (1)..(27) 

<223> Amiino acid sequence for rat endogenous peptides of growth hormon 
e secretagogue 

<400> 4 

Gly Ser Ser Phe Leu Ser Pro Glu His Gin Lys Ala Gin Arg Lys Glu 
15 10 15 



Ser Lys Lys Pro Pro Ala Lys Leu Gin Pro Arg 
20 25 

<210> 5 

<211> 28 

<212> PRT 

<213> Mus musculus 

<220> 

<221> PEPTIDE 
<222> (1)..(28) 

<223> Amino acid sequence for mouse endogenous peptides of growth hormo 
ne secretagogue 

<400> 5 

Gly Ser Ser Phe Leu Ser Pro Glu His Gin Lys Ala Gin Gin Arg Lys 
15 10 15 



Glu Ser Lys Lys Pro Pro Ala Lys Leu Gin Pro Arg 
20 25 

<210> 6 
<211> 28 
<212> PRT 
<213> Sus scrofa 

<220> 

<221> PEPTIDE 
<222> (1)..(28) 

<223> Amino acid sequence for porcine endogenous peptides of growth hor 
mone secretagogue 

<400> 6 

Gly Ser Ser Phe Leu Ser Pro Glu His Gin Lys Val Gin Gin Arg Lys 
15 10 15 

Glu Ser Lys Lys Pro Ala Ala Lys Leu Lys Pro Arg 
20 25 



<210> 7 

<211> 27 

<212> PRT 

<213> Bos taurus 
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<220> 

<221> PEPTIDE 
<222> 0). . (27) 

<223> Amino acid sequence for bovine endogenous peptides (27 amino acid 
s) of growth hormone secretagogue 

<400> 7 

Gly Ser Ser Phe Leu Ser Pro Glu His Gin Lys Leu Gin Arg Lys Glu 
15 10 15 



Ala Lys Lys Pro Ser Gly Arg Leu Lys Pro Arg 
20 25 

<210> 8 
<211> 27 
<212> PRT 
<213> Ovis aries 

<220> 

<221> PEPTIDE 
<222> (1)..(27) 

<223> Amino acid sequence for ovine endogenous peptides (27 amino acids 
) of growth hormone secretagogue 

<400> 8 

Gly Ser Ser Phe Leu Ser Pro Glu His Gin Lys Leu Gin Arg Lys Glu 
15 10 15 



Pro Lys Lys Pro Ser Gly Arg Leu Lys Pro Arg 
20 25 

<210> 9 
<211> 28 
<212> PRT 

<213> Canis fami Maris 
<220> 

<221> PEPTIDE 
<222> (1)..(28) 

<223> Amino acid sequence for dog endogenous peptides of growth hormone 
secretagogue 

<400> 9 

Gly Ser Ser Phe Leu Ser Pro Glu His Gin Lys Leu Gin Gin Arg Lys 
15 10 15 

Glu Ser Lys Lys Pro Pro Ala Lys Leu Gin Pro Arg 
20 25 

<210> 10 
<211> 21 
<212> PRT 

<213> Anguil la japonica 
<220> 

<221> PEPTIDE 
<222> (1)..(21) 

<223> Amino acid sequence for ee! endogenous peptides of growth hormone 
secretagogue. This peptide is amidated at C-terminus. 



<400> 10 

Gly Ser Ser Phe Leu Ser Pro Ser Gin Arg Pro Gin Gly Lys Asp Lys 
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10 15 



Lys Pro Pro Arg Val 
20 



<210> 11 
<211> 23 
<212> PRT 

<213> Oncorhynchus mykiss 
<220> 

<221> PEPTIDE 

<222> (1)..(23) fM . 

<223> Amino acid sequence for rainbow trout endogenous peptides (23 ami 

no acids) of growth hormone secretagogue. This peptide is amidate 

d at C-terminus. 



<400> 11 

Giy Ser Ser Phe Leu Ser Pro Ser Gin Lys Pro Gin Vai Arg Gin Gly 
15 10 15 



Lys Giy Lys Pro Pro Arg Vai 
20 



<210> 12 
<211> 20 
<212> PRT 

<213> Oncorhynchus mykiss 
<220> 

<221> PEPTIDE 
<222> (1)..(20) 

<223> Amino acid sequence for rainbow trout endogenous peptides (20 ami 
no acids) of growth hormone secretagogue. This peptide is amidat 
ed at C-terminus. 

<400> 12 

Gly Ser Ser Phe Leu Ser Pro Ser Gin Lys Pro Gin Gly Lys Gly Lys 
15 10 15 



Pro Pro Arg Val 
20 

<210> 13 
<211> 24 
<212> PRT 

<213> Gal I us domesticus 
<220> 

<221> PEPTIDE 
<222> 0). . (24) 

<223> Amino acid sequence for chicken endogenous peptides of growth hor 
mone secretagogue 

<400> 13 

Gly Ser Ser Phe Leu Ser Pro Thr Tyr Lys Asn lie Gin Gin Gin Lys 
15 10 15 



Gly Thr Arg Lys Pro Thr Ala Arg 
20 



<210> 14 
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<211> 24 
<212> PRT 

<213> Gal lus domes ticus 
<220> 

<221> PEPTIDE 
<222> (1)..(24) 

<223> Amino acid sequence for chicken endogenous peptides of growth hor 
mone secretagogue 

<400> 14 

Gly Ser Ser Phe Leu Ser Pro Thr Tyr Lys Asn lie Gin Gin Gin Lys 
15 10 15 

Asp Thr Arg Lys Pro Thr Ala Arg 
20 

<210> 15 
<211> 26 
<212> PRT 

<213> Gal lus domes ticus 
<220> 

<221> PEPTIDE 
<222> (1)..(26) 

<223> Amino acid sequence for chicken endogenous peptides of growth hor 
mone secretagogue 

<400> 15 

Gly Ser Ser Phe Leu Ser Pro Thr Tyr Lys Asn He Gin Gin Gin Lys 
15 10 15 

Asp Thr Arg Lys Pro Thr Ala Arg Leu His 
20 25 

<210> 16 
<211> 27 
<212> PRT 

<213> Rana catesbeiana 
<220> 

<221> PEPTIDE 
<222> (1)..(27) 

<223> Amino acid sequence for frog endogenous peptides of growth hormon 
e secretagogue 

<400> 16 

Gly Leu Thr Phe Leu Ser Pro Ala Asp Met Gin Lys He Ala GIu Arg 
15 10 15 

Gin Ser Gin Asn Lys Leu Arg His Gly Asn Met 
20 25 

<210> 17 
<211> 28 
<212> PRT 

<213> Rana catesbeiana 
<220> 

<221> PEPTIDE 

<222> (1)..(28) j j r 

<223> Amino acid sequence for frog endogenous peptides of growth normon 
e secretagogue 
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<400> 17 



Gly Leu Thr Phe Leu Ser Pro Ala Asp Met Gin Lys Me Ala Glu Arg 
15 10 15 

Gin Ser Gin Asn Lys Leu Arg His Gly Asn Met Asn 
20 25 

<210> 18 
<211> 20 
<212> PRT 

<213> Tilapia nilotica 
<220> 

<221> . PEPTIDE 
<222> (1)..(20) 

<223> Amino acid sequence for tilapia endogenous peptides of growth hor 
mone secretagogue. Amidation 

<400> 18 

Gly Ser Ser Phe Leu Ser Pro Ser Gin Lys Pro Gin Asn Lys Val Lys 
15 10 15 



Ser Ser Arg lie 
20 

<210> 19 
<211> 22 
<212> PRT 

<213> Silurus asotus 
<220> 

<221> PEPTIDE 
<222> (1)..(22) 

<223> Amino acid sequence for catfish endogenous peptides of growth hor 
mone secretagogue. This peptide is amidated at C-terminus. 

<400> 19 

Gly Ser Ser Phe Leu Ser Pro Thr Gin Lys Pro Gin Asn Arg Gly Asp 
15 10 15 



Arg Lys Pro Pro Arg Val 
20 



<210> 20 

<211> 23 

<212> PRT 

<213> Silurus asotus 
<220> 

<221> PEPTIDE 

<222> (1)..(23) 

<223> Amino acid sequence for catfish endogenous peptides of growth hor 
mone secretagogue 

<400> 20 

Gly Ser Ser Phe Leu Ser Pro Thr Gin Lys Pro Gin Asn Arg Gly Asp 
15 10 15 



Arg Lys Pro Pro Arg Val Gly 
20 
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<210> 21 

<211> 28 

<212> PRT 

<213> Equus cabal I us 
<220> 

<221> PEPTIDE 

<222> (1)..(28) 

<223> Amino acid sequence for equine endogenous peptides of growth horn 
one secretagogue. 



<400> 21 

Gly Ser Ser Phe Leu Ser Pro Glu His His Lys Val Gin His Arg Lys 
15 10 15 



Glu Ser Lys Lys Pro Pro Ala Lys Leu Lys Pro Arg 



20 



25 
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